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***** Kaletra (ABT-378/r) Application for 
Accelerated Approval

On June 1 Abbott Laboratories announced that it had filed a 
New Drug Application with the U.S. FDA for accelerated 
approval of its new protease inhibitor, new brand name 
Kaletra (pronunciation Kuh Lee Truh) (generic name 
lopinavir/ritonavir, most widely known as ABT-378/r). 
Kaletra is a combination of ABT-378 with a low dose of 
ritonavir; the ritonavir is used to block a liver enzyme 
which would otherwise quickly metabolize lopinavir, keeping 
the blood level of lopinavir high. Kaletra is being tested 
at twice daily dosing (later it will also be tested once a 
day). Abbott plans to submit applications for approval in 
Europe in late June, and elsewhere later this year.

Kaletra, better known as ABT-378/r, has now been used in an 
early-access program by almost 3000 patients in the U.S., 
and over 1300 in other countries. In addition, a phase III 
trial in hundreds of adults, and another phase III trial in 
children, are ongoing. An early-access program for children 
is expected to open soon.

Comment

This drug normally maintains blood levels much higher than 
necessary to inhibit HIV, providing a safety margin and 
allowing inhibition of some partially resistant viruses. 
Resistance to Kaletra can develop; in many cases, however, 
these viruses are susceptible to saquinavir (Fortovase(R)). 
So far the safety profile looks good, with only two of 170 
volunteers withdrawing from an earlier trial due to short-
term side effects; however, it is too early to know about 
lipodystrophy and other long-term problems which have 
become increasingly serious with other antiretrovirals.

No price has been set, but there is widespread concern that 
Abbott may price this drug outside the range of current 
protease inhibitors, which would increase the overall cost 
of HIV care since Kaletra must still be used as part of a 
combination. Over 50 organizations have signed a "Consensus 
Statement on the Pricing of Enteric Coated ddI and ABT-
378," calling on "manufacturers to rethink their plans for 
pricing and to act as responsible citizens playing a key 
role in the fight against a worldwide epidemic." Abbott 
recently met with the Fair Price Working Group, which 
circulated the statement.

[Note: the text was published in AIDS TREATMENT NEWS #344 
(June 2, 2000); you can read it at 

http://www.aids.org/immunet/atn.nsf/page/a-341-07. Over 245 
individuals and organizations have signed so far. To 
endorse this statement, send your name, city, and state, 
and your organizational affiliation if it can be published, 
to the Fair Price Working Group at lgrinberg@aol.com.]

Persons with HIV who have failed previous protease-
inhibitor treatments and have no other viable options may 
be eligible for the expanded access program for Kaletra. 
For more information about this program, U.S. patients and 
physicians can call 1-888-711-7193.

Note: To find Kaletra (ABT-378/r) information from the 
recent resistance conference, see "HIV Drug Resistance 
Meeting: Reports on Web," in this issue.


***** Durban World Conference, July 9-14: Online Coverage

The XIII International AIDS Conference--the world meeting 
on AIDS which is held every two years--will meet in Durban, 
South Africa July 9-14. AIDS TREATMENT NEWS will be there 
but we will not publish live reports. Our next issue, #346, 
will be mailed before the conference but may not be 
received until the meeting is underway; therefore we are 
publishing pre-Durban news in this issue. We will begin our 
coverage of the International AIDS Conference in #347.

Several Web sites (including http://hiv.medscape.com, 
http://hivinsite.ucsf.edu, http://www.HIVandHepatitis.com, 
http://www.thebody.com, and http://www.natap.org) will 
publish reports during the conference. And 
http://hivinsite.ucsf.edu will list other sites with live 
coverage, during or shortly after the Durban meeting; to 
reach this listing, click 'Medical Information', then click 
'Conference Summaries'.

The Medscape site this year will include reports by six 
South African physicians, who will cover issues including 
antiretroviral therapy, management of opportunistic 
infections, and preventing mother-to-infant transmission in 
resource-poor settings.

AEGIS, http://www.aegis.org, will as always carry wire-
service and other AIDS news reports.

Information specific to women can be found at the 
organizing site of the Women's Satellite meeting, 
http://www.womenatdurban.org

And speeches of South African President Thabo Mbeki and 
Deputy President Jacob Zuma, as well as press releases from 
their office, are always available at 
http://www.gov.za/president/index.html  Incidentally, an 
excellent 4-part background series on Mbeki, published in a 
major South African newspaper just over a year ago, is 
available at: 
http://www.suntimes.co.za/1999/05/16/insight/in01.htm


***** HIV/AIDS Clinical Update Published on Web

The Medscape HIV/AIDS Annual Update 2000--based on the 
Clinical Care Options for HIV Symposium, May 4-7, 2000--is 
on the Web at http://hiv.medscape.com. This review, written 
for AIDS physicians by leading experts, is important 
because this Symposium's clinical focus--on practical 
issues in the doctor's office, more than on research.

The following chapters are now available, usually both as 
text and audio, sometimes only as audio:
* Forward, by John P. Phair, M.D. and Edward King, M.A.
* Immunopathogenesis of HIV Infection, by Richard A. Koup, 
M.D.
* Viral Pathogenesis: Update and Clinical Implications, by 
Daniel Kuritzkes, M.D.
* Human Genetic Factors That Impact HIV Infection and 
Progression, by Stephen J. O'Brien, Ph.D.
* Antiretroviral Therapy: Initial Strategies, by Joel E. 
Gallant, M.D., M.P.H.
* Managing Antiretroviral-Experienced Patients, by Robert 
L. Murphy, M.D.
* Choosing and Using Resistance Assays, by Steven G. Deeks, 
M.D. and Andrew R. Zolopa, M.D.
* Drug Interactions: Better Living through Pharmacology?, 
by Charles Flexner, M.D.
* Adherence: Issues and Strategies, by Laura Cheever, M.D.
* Recent Advances in the Clinical Management of HIV-
Infected Infants and Children, by Karin Nielsen, M.D., 
M.P.H.
* Emerging Issues in the Clinical Management of HIV in 
Women, by Judith Currier, M.D., M.Sc.
* Fat Redistribution and Metabolic Abnormalities, by Donald 
P. Kotler, M.D.
* Hyperlipidemia and Insulin Resistance Due to HIV 
Infection and Its Therapies, by Carl Grunfeld, M.D., Ph.D.
* Hypertension and HIV Infection, by Lynda Anne Szczech, 
M.D., M.S.C.E.
* Opportunistic Infections 2000, by William Powderly, M.D.
* Co-Infection with Hepatitis C and HIV, by Marion Peters, 
M.D. and Kenneth Sherman, M.D., Ph.D.
* Virus-Related Cancers in the HAART Era, by Alexandra M. 
Levine, M.D.
* Appendix: Quick Reference Guide to Antiretrovirals, by 
Malte Schutz, M.D. and Andrea Wendrow, R.Ph.
* Moderated Panel: Review of the Conference: Pathogenesis; 
Antiretroviral Therapy; and Complications of HIV Disease 
and Therapy
* Additional Audio Interview: Addiction, Psychiatric Issues 
and HIV, by Glenn Treisman, M.D., Ph.D.

This update was supported by an unrestricted educational 
grant from Agouron Pharmaceuticals, Inc.

Note: The first time you log onto http://hiv.medscape.com 
you will be asked to register and supply a password, so 
that the site can track how it is used. There is no charge 
to use it.


***** HIV Drug Resistance Meeting: Reports on Web

By John S. James

About 250 researchers met in Sitges, Spain for the 4th 
International Workshop on HIV Drug Resistance and Treatment 
Strategies, June 12-16. This important annual meeting is 
closed and usually held in out-of-the-way locations, so 
there is often a bottleneck in getting information to the 
interested public. But some reports are available on the 
Web.

For an extensive summary, see
http://www.hivandhepatitis.com/conferences/4thdrugresistance.html 
which is relatively easy to read given the technical subject 
matter.

Also see the reports at http://www.natap.org (currently 
under the 'What's New' section of the home page). These are 
often quite technical.

Medscape, http://hiv.medscape.com, will have a summary of 
highlights (it was not available at our press time).

Other sites will have individual reports from the 
conference within their news coverage.


***** Bone, Hip Problems: Overview Article Online

An article by treatment activist Jeff Getty of Survive 
AIDS, "Emerging Bone Problems in HIV-Infected Patients," is 
now available at 
http://www.hivandhepatitis.com/special/srhiv009.html

There are two kinds of bone problems which seem to be 
increasing in persons with HIV: avascular necrosis, and 
more recently, osteopenia (called osteoporosis when it 
becomes more severe). At San Francisco General Hospital 
there have been about 50 hip replacements in the last eight 
years, about 20 of them in the last two years. Getty 
summarizes some of the current issues, using published 
reports and conversations with medical experts.


***** A No-Nonsense Guide to HIV Drug Resistance Testing

A 22-page booklet on HIV drug-resistance testing, written 
by well-known AIDS activists Tim Horn and Spencer Cox and 
edited by resistance expert Douglas Richman, M.D., is 
available without charge.

HIV resistance tests are used to tell which drugs the 
patient's virus has developed resistance to, so that a new 
regimen can be designed by combining drugs which are all 
likely to work. Similar testing has long been done with 
antibiotics--but for technical reasons such tests are much 
more difficult with HIV, so they are only now coming into 
widespread use.

The booklet explains the two kinds of resistance testing--
genotypic and phenotypic. Genotypic, the older technology, 
looks at the genes of the virus to find mutations 
associated with resistance to particular drugs. Genotypic 
testing is less expensive and more rapid, but the results 
are often hard to interpret, because different mutations 
interact in complex ways, not all of which are known. 
Phenotypic testing exposes virus to different levels of the 
drugs being tested--but is difficult to carry out, because 
HIV from patients seldom grows well in the laboratory, so a 
new virus has to be made by inserting part of the genetic 
material from the patients' virus into a different strain 
of HIV which can grow in the laboratory. Because of this 
complexity, phenotypic tests usually cost more and take 
longer than genotypic tests.

The booklet also explains when and how the tests are used. 
It also includes a glossary and a resource guide.

You can obtain a free copy of A No-Nonsense Guide to HIV 
Drug Resistance Testing, updated version, by calling 
ViroLogic, Inc. customer service, 1-800-777-0177 Monday 
through Friday 8 a.m. to 5 p.m. Pacific time.


***** Excellent Book on Gay Men's Health

by John S. James

MEN LIKE US, "the GMHC complete guide to gay men's sexual, 
physical, and emotional well-being" written by the Gay 
Men's Health Crisis and Daniel Wolfe (Ballentine Books, 
April 2000, paperback 656 pages, $24.95--hard cover also 
available) deals with health, sex, people, communication, 
relationships, and spirituality; almost everyone will learn 
something from this book. It includes humorous comments as 
well as serious information, and is particularly valuable 
for the quotes and sidebars where people tell what is 
actually going on in their lives.

From the Introduction: "Why would GMHC--an AIDS 
organization--write a book as broad as this one? Because 
nearly two decades of experience with gay men have shown 
that issues raised by HIV are much bigger than condoms to 
stop the virus or pills to treat it. For gay men, effective 
HIV prevention and treatment has meant grappling with the 
full scope of issues raised by how we live and love: how we 
think about ourselves and others, sexual communication, 
relationships, spirituality, and aging. These pages try to 
communicate some of that wisdom, and recognize how 
important it is to build on it as the lives of gay men with 
HIV--and the lives of gay men who don't have the virus--
stretch into the new millennium."

Only part of one chapter is on HIV treatment--which is 
fortunate because treatment information changes rapidly, so 
these pages will soon be obsolete. The rest of the book 
will have a longer life.

Major chapter headings [the additions in brackets are 
ours]:
* The Anatomy of Pleasure
* Sex Acts and Facts
* Two to Tango: Cruising, Coupling, and Communication
* Sex Troubles
* Skin Deep [exercise, skin care, hair care, oral health 
and hygiene]
* You Are What You Eat (and Drink and Smoke and Snort and 
Shoot)
* What's Up, Doc? [finding a doctor, doctor/patient 
relationships, "five tests and vaccines no gay man should 
go without," HIV testing, alternative and complementary 
medicines, health insurance, and managed care]
* Coming of Age
* Are You Positive? Treating HIV
* Coping with Illness
* Of Sound Mind
* We Are Family: Friends, Long-Term Partners, and the Rest 
of the Clan
* Spirituality and Community
* Appendix A: Help, I Need Somebody [referrals]
* Appendix B: Transgender, Transvestite, and Intersex 
Resources
* Appendix C: Citations and References

MEN LIKE US can be ordered through bookstores, or purchased 
from online booksellers such as www.amazon.com or 
www.barnsandnoble.com; both currently charge $19.96 for the 
paperback edition.


***** Urgent: South African Treatment Activists Need 
Assistance

South Africa's Treatment Action Campaign (TAC), which does 
excellent work for access to HIV treatment in South Africa 
and elsewhere and does not accept funding from 
pharmaceutical companies or the South African government, 
needs donations to help its organizing around the World 
AIDS Conference in Durban in early July. You can send tax-
exempt contributions to Boston, and 100% of the money will 
be forwarded to TAC. AIDS TREATMENT NEWS has contributed, 
and we urge others to do so as well.

TAC has been formally endorsed by the Congress of South 
African Trade Unions (COSATU), with nearly two million 
members, and has won an award from the South African 
National NGO Coalition for its advocacy. Judge Edwin 
Cameron, who is well known internationally for his AIDS 
work, described TAC as having "given a life-enhancing focus 
to the PWA movement [in South Africa]. For four million 
South Africans living with HIV who have no present access 
to treatment, the TAC has offered a focus for their 
activism, a channel for their energy, and an outlet for 
well-justified anger about the awesome spread of HIV 
infection."

Tax-exempt donations for TAC can be made through:

South Africa Development Fund
555 Amory Street
Boston, MA 02130
phone 617 522-5511; e-mail: freesa@igc.org

Make checks payable to South Africa Development Fund and 
indicate the funds are for TAC. 100% of the donation will 
go to TAC.


***** Durban: Global Call for Treatment Access

At each International Conference on AIDS there is an 
activist march on the opening day. This year the theme is 
access to treatment for everyone who needs it--including 
persons in developing countries. The following call for 
treatment was developed by the Treatment Action Campaign of 
South Africa (TAC, http://www.tac.org.za) ACT UP New York, 
ACT UP Philadelphia, the Health GAP Coalition and others. 
Well over 100 organizations and many individuals from 
around the world have signed so far (see "How to Sign On," 
below).

* * *

Official Call: Global March for HIV/AIDS Treatment to the 
International AIDS Conference 9 July 2000 in Durban South 
Africa

We ask you to endorse this call and to mobilize for the 
international march because:
* HIV has led to the premature death of more than 10 
million people from AIDS worldwide. 
* Access to treatment is essential in order to save the 
lives of more than 35 million people with HIV worldwide. 
* Treatment will encourage people to come forward, live 
openly with HIV/AIDS and give real meaning to prevention 
efforts. 

Treatments Are Available: The Prices Are Too High

Antiretroviral drugs have been shown to extend the lives 
and improve the health of many people with AIDS and 
advanced HIV disease. People in poor countries cannot gain 
access to life-saving medications because of their price.

HIV infection and AIDS are not a death sentence. There are 
drugs that can successfully prevent, treat, and cure the 
opportunistic infections and co-infections, such as 
tuberculosis, fungal infections, pneumonias, cancers and 
malaria that kill most people with HIV and AIDS.

Everyone has the right to health, including people with 
HIV/AIDS!

All people with HIV/AIDS have a right to access to these 
treatments in addition to health care, employment, 
education, clean water, adequate nutrition including 
vitamins and mineral supplements, and housing.

Denying people with HIV/AIDS access to affordable medicines 
in order to protect profits or intellectual property 
rights, is tantamount to genocide.

Denying access to treatments or prevention intervention by 
any government body using the smokescreen of questioning 
the cause of AIDS is unacceptable.

Treatment Will Sustain Development

In the worst affected countries of the world AIDS will 
massively increase inequality and poverty, widening the gap 
between rich nations and poor nations, men and women, as 
well as rich and poor -- if people are not allowed to live 
healthy and productive lives.

Access to treatment for people with HIV/AIDS is essential 
to promote social and economic development for all.

Children Have a Right to Treatment and Family Life

All children with HIV/AIDS have the right to treatment, 
parental care and support.

Access to treatment for adults with children, can give 
children access to quality parenting support by prolonging 
that life and improving the quality of that life. This 
would reduce the devastating impact on children and poor 
households.

Women with HIV/AIDS Have an Equal Right to Treatment

Denial of treatment for HIV/AIDS affect women 
disproportionately because of social, political and 
economic inequality. All women with HIV/AIDS have an equal 
right to treatment, care and support.

All women have a right to antiretroviral access to reduce 
HIV transmission during pregnancy.

All women and other rape survivors have the right to be 
informed that antiretrovirals may reduce the risk of HIV 
infection if they are taken within 72 hours of being raped. 
All rape survivors have the right to antiretroviral access 
within this time-frame.

HIV/AIDS Research Must Focus on Poor Countries and 
Communities

Most HIV/AIDS research has focused on the industrialized 
rich countries. The medical needs of children and women 
across the world have largely been ignored. Treatment and 
care needs of gay men and men who have sex with men in 
Africa, the Middle East, Asia and the Pacific, Latin 
America and the Caribbean have been neglected.

Research priorities for prevention, treatment, care and 
support must reflect the profile of the disease and the 
needs of those who carry the heaviest burden. This is a 
challenge to the International AIDS Society and the 
conference.

All people, including people with HIV/AIDS, have a human 
right to health care, and we call on all individuals, 
organizations, and governments to ensure adequate medical 
infrastructure, care and treatments to save the lives of 
people living with HIV/AIDS.

The Treatment Action Campaign (TAC), Health Global Access 
Project (GAP) Coalition and the undersigned individuals and 
organizations will mobilize people throughout the world to 
support this call.

We invite the Deputy President of South Africa and 
chairperson of the South African National AIDS Council -- 
Mr. Jacob Zuma and the national Minister of Health Dr. 
Manto Tshabalala-Msimang to receive this call at the march 
-- as host nation on the continent that is the epicentre of 
the epidemic. We ask the South African government to unite 
and lead all people around this call.

We invite Dr. Nkosazana Dhlamini-Zuma the Minister of 
Foreign Affairs to receive this call and to carry it to 
governments around the world.

We invite Professor Jerry Coovadia - chairperson of the 
Conference to receive the call on behalf of the medical and 
scientific community.

We invite Dr. Stephano Vella of IACS to receive this call 
on behalf of the medical community to promote to the public 
the importance of global solidarity in facing the AIDS 
crisis.

We invite Mr. Harvey Bale from the International 
Pharmaceutical Manufacturers Association to receive this 
call to reduce the prices of life-saving drugs.

We invite Dr. Peter Piot head of UNAIDS and the ambassadors 
of every country in the world to receive this call and to 
translate it into the public policies of the governments 
they represent.

We invite the ambassadors of the European Union and the 
United States to receive this call against pressurizing 
poor countries on behalf of drug companies.

We call on every person to join this march and this call to 
save the lives of millions throughout this world-and to 
build a global movement for HIV/AIDS treatment.

*  *  *

How to Sign On

To endorse the global call, send your name, organization, 
address, e-mail address, fax number, and phone number by 
mail, e-mail, or fax. Please specify whether your 
affiliated organization is endorsing the Global Call. 
e-mail: globalcall@durban2000march.org
fax :+1-415-255-8662
mail: Global Call Durban 2000, c/o IGLHRC, 1360 Mission 
St., Suite 200, San Francisco, CA 94103


***** Durban and South Africa Travel, Phone Tips

Persons attending the XIII International AIDS Conference 
should print out and follow the security precautions on the 
conference Web site, http://www.aids2000.com (click on 
'Safety and Security'). Previous International AIDS 
Conferences have been held in some of the world's safest 
cities (such as Geneva or Vancouver); Durban has much more 
street crime, so travelers must be careful.

For travel hints on South Africa (or other countries), see 
the Lonely Planet site, http://www.lonelyplanet.com  This 
well-known publisher of travel books also maintains Web 
pages where recent travelers write about their experiences; 
the page for South Africa is 
http://www.lonelyplanet.com/letters/afr/sou_pc.htm

A map of Durban is online at 
http://www.kzn-deat.gov.za/tourism/durban/maps/mapcentral.htm
It uses "Flash" software, which not all browsers support.

Phone calls from other countries to the U.S. are often much 
more expensive than the other way around (for example, the 
rate through the Lonely Planet calling-card service, which 
advertises low prices, was recently $1.64/minute). 
Travelers anywhere should be aware of phone scams and rip-
offs; some of the worst are from the phones in hotel rooms. 
Our rule, except in an emergency, is to always pay for a 
call in a way which limits any loss to a known amount--such 
as an international calling card (one which does not 
automatically bill a credit card), a local telephone card, 
or coins--and never pay through a credit card, hotel room, 
or by billing to a personal phone number.

Cell phones can be rented in Durban.

The electricity is South Africa is 220/230 volts (vs. 120 
in the U.S.). Most modern computers can adjust to the 
voltage automatically (check the label on the external 
power supply--or on the computer itself, if the power 
supply is built in). South Africa has an unusual electric 
plug, so a plug adapter will be needed; and any device 
which cannot adjust or be switched to the higher voltage 
will also require a transformer.

Medical issues are beyond the scope of this article. See 
http://www.cdc.gov/travel (including its Southern Africa 
page, and HIV page), and ask your doctor about special 
precautions and needs.


***** FDA Public Meeting on Pharmacokinetics and Antiviral 
Response, July 25 near Washington D.C.

At this one-day meeting of its Antiviral Drugs Advisory 
Committee, the FDA will seek expert advice on using data 
relevant to actual drug levels in the body in its future 
drug approvals. We are interested for two reasons. First, 
pharmaceutical companies have often neglected obvious, 
rapid, and inexpensive testing that would help physicians 
use approved drugs more effectively. Second (although it is 
not a focus of this meeting), therapeutic drug monitoring--
dose adjustment based on blood levels actually achieved--is 
clearly possible and may become important in HIV treatment 
in the future. (For example, we suspect that side effects 
are often more common in women because doses are set to the 
maximum tolerated (usually by men), and not adjusted for 
body weight. Adjustment based on blood levels--reflecting 
drug absorption and metabolism, as well as body weight--
might work even better than using weight alone. In other 
medical fields some drugs are dosed by blood level; 
however, this strategy has not always proved useful.)

FDA Meeting Notice

"The Food and Drug Administration (FDA) is holding a 
meeting of the Antiviral Drugs Advisory Committee, July 25, 
2000, 8:30 a.m. to 5 p.m. at the Holiday Inn, The 
Ballrooms, Two Montgomery Village Avenue, Gaithersburg, MD. 
(You can contact the hotel directly for directions or to 
arrange accommodations at 301-948-8900.)

"Topic: The committee will discuss current scientific data 
characterizing relationships between pharmacokinetic 
parameters (the absorption, distribution, metabolism and 
excretion of drugs) and virologic response to approved 
antiretroviral drugs used in the treatment of HIV 
infection. The primary objectives for the committee 
deliberations are to explore the usefulness of 
pharmacokinetic data to improve the evaluation of new drug 
formulations, alternative dosing regimens, and choice of 
dosing to optimize combination therapy with approved 
antiretroviral drugs. Other issues to be discussed include 
the relationship between pharmacokinetic parameters and 
drug toxicity, and safety requirements and pediatric 
considerations for alternative dosing regimens.

"This is a policy-centered discussion, and no specific 
product is being considered for marketing approval at this 
meeting. The function of the advisory committee is to 
provide advice and recommendations to the agency on FDA's 
regulatory issues.

"The meeting is open to the public, and an open public 
session for oral comment is scheduled from 1 p.m. to 2 p.m.

"If you would like to make an oral presentation during the 
open public hearing, please notify the contact person 
(below) before July 11, 2000. Please provide a brief 
statement that includes the general nature of the evidence 
or arguments you wish to present, the name and address of 
your organizational affiliation (if applicable), and an 
indication of the approximate time requested for your 
presentation. Time allotted for each presentation may be 
limited, depending on the number of requests. 

"Written comments may also be submitted to the contact 
person by July 11, 2000.

"Contact Person: Nancy Chamberlin, or Beverly O'Neil, 
Center for Drug Evaluation and Research (HFD-21), Food and 
Drug Administration, 5600 Fishers Lane, (for express 
delivery, 5630 Fishers Lane, Rm. 1093) Rockville, MD 20857, 
301-827-7001, or by e-mail: CHAMBERLINN@CDER.FDA.GOV, 
Please call the FDA Advisory Committee Information Line, 1-
800-741-8138 (301-443-0572 in the Washington, DC area), 
code 12531, for up-to-date information on this meeting."
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